A NOVEL GENOMIC SUSCEPTIBILITY LOCUS FOR PERIPHERAL ARTERIAL DISEASE ON CHROMOSOME 12  by Kullo, Iftikhar J. et al.
Vascular Medicine
A2044
JACC April 1, 2014
Volume 63, Issue 12
A novel genomic susceptibility locus For peripherAl ArteriAl diseAse on chromosome 
12
Moderated Poster Contributions
Hall C
Monday, March 31, 2014, 10:15 a.m.-10:30 a.m.
Session Title: Platelets, Stents and Genes in Peripheral Artery Disease
Abstract Category: 30. Vascular Medicine: Basic
Presentation Number: 1282M-369C
Authors: Iftikhar J. Kullo, Shameer Khader, Hayan Jouni, Timothy G. Lesnick, Jyotishman Pathak, Christopher Chute, Mariza de Andrade, Mayo 
Clinic, Rochester, MN, USA
background: In contrast to coronary heart disease, genetic variants that influence susceptibility to peripheral arterial disease (PAD) remain 
unknown. We performed a two-stage genomic association study using an electronic medical record linked-biorepository to identify genetic variants 
that mediate susceptibility to PAD.
methods: The discovery cohort included 1641 PAD cases (66±11 y, 64% men) and 1604 control subjects (61±7 y, 60% men) of European 
ancestry. PAD was defined as a resting/post-exercise ankle-brachial index (ABI) ≤0.9 or ≥1.4 and/or history of lower extremity revascularization. 
Controls were patients without history of PAD. We first genotyped 561,490 SNPs across the genome and performed association analyses with 
adjustment for age and sex. The top 48 SNPs from these analyses were then genotyped in a replication cohort of 740 PAD cases (70±11 y, 63% 
men) and 1051 controls (70±12 y, 61% men).
results: The SNP rsxxxxxx on chromosome 12 was significantly associated with PAD in the discovery (OR: 1.23; P=5.59E-05), replication (OR=1.22; 
8.9E-04) and combined cohort (OR=1.22; P-value: P=6.46E-07). This SNP remained associated with PAD after excluding patients with ABI >1.4 in 
combined cohort (OR: 1.237; P=3.98E-07). The SNP is in near-complete linkage disequilibrium (r2=0.99) with a missense SNP in a neighboring 
gene that plays key role in immune and inflammatory response pathways and vascular homeostasis. The SNP has pleiotropic effects and has been 
previously associated with other phenotypes.
conclusions: Our two-stage genomic association study indicates a novel genomic susceptibility locus for PAD on chromosome 12.
